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forming a reaction mixture which includes the plurality of nucleic acid molecules, the 
pJuralitXpf said first primers, and the plurality of said second primers, under conditions which 
provide a plurality of nucleic acid insert molecules having the following structure, in order from 
5 f to 3', a secohd region of the first primer/the first common region/a library element encoding 
region/the seconcrcommon region/a second region of the second primer; 
providing a phirality of host cells; 

providing a vector having a first region which is homologous with the second region of 
the first primer, and a second region which is homologous with the second region of the second 
primer, wherein said vector further includes a transcription factor activation domain; 

introducing a vector molectole into each of each host cell of said plurality of host cells; 

introducing one or more of thevnucleic acid insert molecules into each host cell of said 
plurality of host cells under conditions wiwch allow for recombination and gap repair to occur in 
each of the plurality of host cells between on^ of the plurality of nucleic acid inserts and the 
vector; 

introducing into each host cell of said plurality of host cells a nucleic acid molecule 
encoding a hybrid protein, wherein the hybrid protein includes a transcription factor DNA- 
binding domain attached to a test protein; 

introducing into each host cell of said plurality of hoskxells a detectable gene, wherein 
said detectable gene comprises a regulator site recognized by thesDNA-binding domain and 
wherein said detectable gene expresses a detectable protein when tn^test protein interacts with a 
protein encoded by the DNA library; 

plating each host cell of said plurality of host cells onto selective rhedia; and 

selecting for each host cell of said plurality of host cells containing a E^NA 
encoded protein which interacts with test protein. 


